Background: We retrospectively analyzed 25 years of experiences with the button Bentall procedure in patients with aortic root pathologies. Even though this procedure has become widespread, there are only a few very long term follow-ups available in the clinical literature, especially regarding single surgeon results. Methods: Between 1988 and 2013, a total of 147 patients underwent the Bentall procedure by the same surgeon. Among them there were 62 patients with Marfan syndrome. At the time of the surgery the mean age was 46.5 ± 17.6 years. The impact of surgical experience on long-term survival was evaluated using a cumulative sum analysis chart.
Background
Aortic root replacement procedures, which include the modified version of the original Bentall [1] operation, the "button Bentall procedure", which is an open technique for reattaching the coronary ostia. Although this procedure has become widespread, there are only a few very long term follow-ups available in the clinical literature. We evaluated the long-term clinical outcomes and sought to determine the independent predictors of longterm mortality for the button Bentall procedure in 147 patients [2] . We analyzed the independent risk factors of long-term mortality in a subdivided Marfan population too. Furthermore, there has been no study published yet about experience and results of a single surgeon in Bentall procedure.
Methods

Patients' characteristics
We retrospectively analyzed 25 years of experience with Bentall procedure. Between 1988 and 2013, a total of 147 patients who underwent aortic root reconstruction at the Heart and Vascular Center, Semmelweis University. Of these patients, 111 (75 %) were male and 36 were female (25 %). 62 patients were with Marfan syndrome (42 %) among them and the diagnosis of the syndrome was verified in every case with the use of the original and later the revised Ghent criteria [3] . Subanalysis of the Marfan syndrome group was performed.
An electronic Aortic Root Reconstruction Registry database has been established which includes demographics, types of indications, comorbidities, procedure specifications and follow-up informations. Medical records and patient's history were used to identify comorbidities. Patients' follow-ups included clinical examination, computed tomography scans and transthoracic echocardiography, and they were treated by the same surgeon. During the studied period, Tirone David valve-sparing procedures were performed in 27 patients. These patients were excluded from the study.
The mean patient age at the time of the operation was 46.3 ± 17.5 years (range, 8-78 years), 8 (5 %) patients were older than 70 years. We measured body parameters of patients (height and weight), and calculated the Body Mass Index. The mean BMI was 25.6 ± 5.6 kg/m 2 . We found that 80 patients had hypertension (54 %), 11 patients had diabetes mellitus (7 %) and 6 had hyperlipidaemia (4 %). 21 patients were suffering from coronary artery disease (14 %) at the time of the operation, 4 from chronic kidney disease (3 %) and 7 patients had cerebrovascular accident (5 %). The cardiovascular functional status was determined according to the New York Heart Association (NYHA). EuroSCORE II was calculated in all patients according to the EuroSCORE II protocol [4] . The histology of the aortic wall and valve were available in 114 patients (78 %). The main indications of the operation were annuloaortic ectasia (61 %), acute aortic dissection (16 %) and chronic aortic dissection (23 %). Preoperative variables are depicted in Table 1 .
Surgical technique
The operation was performed via median sternotomy, and cardiopulmonary bypass was applied by cannulating the ascending aorta, aortic arch, femoral artery, or axillar artery, and the right atrium. Myocardial protection was provided by anterograde, retrograde, or simultaneously anterograde and retrograde intermittent cold hyperkalemic blood cardioplegia. Deep hypothermic circulatory arrest (DHCA) was used in 28 patients (19 % The concomitant procedures were performed in 39 patients (27 %); included mitral valve surgery in 11, coronary artery bypass grafting (CABG) in 12, hemi-and total arch replacement in 10, pacemaker implantation in 2, and others in 4 patients. Operative data are described in Table 2 .
Follow-up and statistical analysis
We selected all-cause mortality as the endpoint. No patient was lost during the follow-up period. Death was detected from death records of the Hungarian National Health Insurance Fund, which provided accurate mortality data for every patient. Follow-up period for the overall survival was measured from the date of the operation to the date of death, or of last contact alive. Follow-up ended on October 2013. 118 patients (80 %) of survivors had All-cause death 29 (20) completed follow-up. The mean length of the follow-up periods was 84 ± 56 months. All continuous variables were expressed as mean ± SD or median with interquartile ranges, whereas categorical variables were expressed as percentage. The Shapiro-Wilk test was used to check the normality of the data before further analysis. For the analysis of the data we used Student's t-test, Mann-Whitney U-test and χ2 test. Univariate and multivariate analysis of predictors for mortality were performed using a Cox regression model evaluate the association between independent risk factors and mortality. Survival curves were created using the Kaplan-Meier method and compared with the logrank test. Multivariate logistic regression analysis was used to identify the risk factors of early complication.
We used univariate and multivariate Cox regression analysis to evaluate the effect of comorbidities on mortality. Multivariate Cox regression identified the independent risk factors of long-term mortality after Bentall procedure. The determination of risk factors was carried out by selecting variables with p < 0.10 from univariate Cox regression, and further examined our data with multivariate Cox regression analysis. A p-value of <0.05 was considered statistically significant (Table. 4 ).
The impact of surgical experience on survival was evaluated using a time-adjusted cumulative sum complication chart. The statistical principles were adapted from the comprehensive tutorial by Rogers et al. [5] . Cumulative sum (CUSUM) analysis is defined as Sn = (X i -p0 i ), where X i = 0 for operation without complication and 1 for the presence of early complication, and p0 i denotes the predicted probability of the development of early complication within 30 days after surgery. The graph starts at zero, but is incremented by 1-p0 i for formation of early complication and decremented by p0 i for uncomplicated operation [6] . This graph is very descriptive because it moves upwards if the complication rate increases above the risk model predicted results, moves downwards if the rate decreases and oscillates around zero performance which is consistent with predicted risks thus is considered as acceptable [6] . Data were stored in Aortic Root Reconstruction Register and analysed with the SPSS statistical program (version 20.0,Chicago, IL, USA).
Results
Early outcomes
The operative mortality was 2 %. The overall early mortality rate, defined as death within 30 days of initial hospitalization, was 3.4 % (5/147). Causes of early death were low cardiac output syndrome (n = 1), diffuse hypoxic brain damage (n = 2), ventricular arrhytmia (n = 1) and excess bleeding in 1 patient. Early complications included postoperative resternotomy for bleeding (n = 9), atrial and ventricular arrhytmias (n = 13), renal failure needing hemodialysis (n = 1), cerebral infarction (n = 2) and pericardial tamponade (n = 1) ( Table 3) .
Multivariate logistic regression analysis revealed, that NYHA class of III and IV (OR 9.2, 95 % CI, 0.972-87.240, p = 0.050), dissection (OR 6.817, 95 % CI, 1.392-33.393, p = 0.018), concomitant CABG surgery (OR 15.722, 95 % CI, 3.087-80.064, p = 0.001) and concomitant mitral valve surgery (OR 5.207, 95 % CI, 0.987-27.480, p = 0.049) were the independent risk factors for early complication, which defined as possible life-threathening complication within 30 days of initial hospitalization ( Table 5 ).
Long-term results
The Table 6) .
Influence of Marfan syndrome on survival
We have separated the patients into two groups: patients with Marfan syndrome (Marfan group), and patients without Marfan syndrome (non-Marfan group) ( Table 4 ). Multivariate regression analysis of all patients' data revealed, that EuroSCORE II over 3 % (OR 5.612, 95 % CI, 1.761-17.884, p = 0.004) and acute indication (OR 6.391, 95 % CI, 1.373-29.750, p = 0.018) were the independent risk factors for mortality ( Table 5 ). Among the patients with Marfan syndrome, the overall survival rate did not reach statistical significance (log rank p = 0.877) compared to the non-Marfan group (Fig. 1b) .
Outcome of dissections
Overall survival rate differed between the non-dissection group and the dissection group. In the latter group the results were significantly lower according to the log-rank test (p = 0.031) ( Fig. 2a ). However in Marfan syndrome patients with dissection, the overall survival rate tended to decline compared to the dissection group without Marfan syndrome and to the non-dissection group (Fig. 2b) .
Histopathology of the aortic wall and valve
During the operation aortic wall and valve samples were collected and sent for pathological examination. The main pathological findings unearthed were cystic medial degeneration (CMD) in 85 samples (75 %), fibrosis in 7 samples (6 %), atherosclerosis in 15 samples (13 %) and no pathological alteration in 7 samples (6 %). Overall survival rates between the patients with CMD, patients with fibrosis and patients with atherosclerosis were similar (CMD vs. fibrosis log-rank p = 0.197; CMD vs. atherosclerosis log-rank = 0.400; fibrosis vs. atherosclerosis log-rank p = 0.876) Fig. 2 .
Impact of surgical experience on survival
We have compared the first 15 years of results to the last 10 years of results to investigate the influence of surgical experience on survival. From 1998 till the end of 2003 42 patients were operated (29 %). The other 105 patients were operated at the next decade (71 %). The overall survival rate was significantly lower in patients operated in first 15 years compared to patients operated in the last decade (log-rank p = 0.011) (Fig. 4a) . The time-adjusted CUSUM complication curve for the entire follow-up time is illustrated in (Fig. 3b ). The CUSUM curve presents an upward inflection at the first 27 operation, which indicates the major learning curve effect. After that, we observed a downward inflection, indicating better results and the experience of the surgeon with respect to the predicted complication rates. Specially, we observed three complication between operations no. 121 and no. 124. This cluster of complications necessitated a review. We found that these patients were fragile, multimorbid and urgent cases, than the other as evidenced by the higher predicted probability of complication. 
Discussion
The mean survival in our study was 190 ± 10.3 months (IQ range:170-210 months). There are only few papers published about the Bentall procedure which include mean follow-up duration of more than six years (Table 6 ).
In our study, we report that the independent predictors of early complication include NYHA class of III and IV, dissection and concomitant CABG or mitral valve surgery. The poor cardiac condition might often associated with early arrythmias, while aortic dissection is a well-known risk factor of the bleeding events. [7] Numerous studies have shown different independent risk factors for death after Bentall procedure [8, 9] . Advanced age, dissection, Marfan syndrome, severe ventricular dysfunction, endocarditis, previous cardiac surgery, emergency status, coronary artery disease, poor preoperative New York Heart Association functional class and left ventricle ejection fraction <35 % were known as predictors of early and late death. [8, 9] We observed that late overall death was strongly correlated with EuroSCORE II over 3 %, acute indication, DHCA use, chronic kidney disease and early complication thus all the above mentioned factors seem to be independent risk factors of late mortality. In regard that common causes of late death such as rupture of descendent aorta aneurysm, sudden cardiac death, congestive heart failure, CVA, low cardiac output syndrome are associated with poor NYHA status and complications [8] . We found that in our research operative mortality and long-term survival after Bentall surgery were comperable to that in other studies [2, 8, 10] . With improvements in operative technique and postoperative management years, Marfan syndrome, diabetes, hypertension, bicuspid aortic valve, hyperlipidaemia, coronary artery disease, cerebral vascular accident, concomitant cardiac surgery, longer operation, aortic crossclamp time and dissection did not prove to be risk factors for mortality in this study. There are many debates as to whether Marfan syndrome had an influence in long-term survival after the Bentall procedure. Although several papers have been published [2, 8, 11] , on the subject regarding the impact of presence of Marfan syndrome on survival rate, but only few of them studied the Marfan group as a separate patient group. Since Marfan patients are usually operated in younger age and with less comorbidities [12] , therefore they should be managed as a distinct patient group. We presented the risk factors of mortality of the Marfan patients separately. In our study, EuroSCORE II over 3 % and acute indication were significant predictors of long-term mortality among patients with Marfan syndrome. These results also confirm, that there were no co-morbidities affecting the survival of Marfan patients. However the prevention of the acute, often lifethreatening complicationssuch as aortic dissectionwith prophylactic aortic root replacement ensures longer survival among patients with Marfan syndrome [13] . There was a trend for decreased survival of patients with Marfan syndrome in the course of time compared to that of non-Marfan patients (Fig. 1b ), but we could not find a significant difference in long-term survival (p = 0.877) [14] . In our study acute or chronic dissection was the surgical indication in 58 cases. Overall survival rates among the dissection groups were comparable to other reports [11] .
The long-term survival of the cardiac procedures are examined from the perspective of the duration of the operation [8] . In our series, thirty-six (24 %) patients had a longer, than five hours operation time. The risk factors of extended duration operations were NYHA class of III and IV, dissection, concomitant mitral valve surgery and DHCA use. According to these results, poor NYHA status and the extension of the surgical area increases the length of the surgery, thus patients with worse cardiac status (EF:30-40 %) should be treated for preconditioning with inta-aortic balloon pump (IABP) or with 24 h levosimendan infusion preoperatively.
Although we had incomplete data in 33 cases, histological differences has never been investigated in Bentall studies. In our study, distribution of the histological type were cystic medial degeneration (CMD) in 85 samples (75 %), which is also known as the pathological change of the aortic wall in Marfan patients [15] . Furthermore there were fibrosis in 7 samples (6 %), atherosclerosis in 15 samples (13 %) and no pathological changes in 7 samples (6 %). The survival rates were not different compared to each other among patients with abnormal histological evidence. (CMD vs. fibrosis log-rank p = 0.197; CMD vs. atherosclerosis log-rank = 0.400; fibrosis vs. atherosclerosis log-rank p = 0.876) (Fig. 2) .
During the cardiothoracic training surgeons need to gain experience in Bentall procedure. Hence the surgeon launches on a 'learning curve' , and unfortunately, his/her patients may possibly be at a higher risk [6] . The traditional way of the surgical audit with retrospective analysis of outcome data and statistical testing is an appropriate method to estimate the learning curve. However, when this is not the case the CUSUM curve is more suitable for this kind of analysis [16] . Hence several publications have used the CUSUM method to asses surgical results in cardiac surgery [16, 17] . However we found no data about the learning curve of the button Bentall procedure. In this study single surgeon results were demonstrated, therefore we could apply the time adjusted cusum complication curve to this case (Fig. 4b) . At the beginning the CUSUM curve starts with an upward inflection, which indicates the major learning curve effect. Based on our findings after 27 operations the risk of the early complications started to reduce. This reflects according to our findings, that approximately 25-30 operations are necessary to aquire better results on survival. After that, we observed a downward inflection, indicating better results and an increase in the experience of the surgeon with respect to the predicted complication rates. Subsequently, when the surgeon felt confident with this procedure, he started to consider those patients in worse condition suitable for Bentall surgery and this may have resulted in a small assessment of the curve (Fig. 4b) .
Additionally, after comparing the first fifteen years of surgical results to the last decade the overall survival rate we found that the results were significantly lower in first 15 years operated group than the last 10 years operated group (log-rank p = 0.011) (Fig. 4a ). Our paper has some limitations that are unaviodable in a retrospective study. Observational data do not provide casual evidence. After fifteen years of observation time only 10 % of of patients still at risk which is a limitation. Due to incomplete data collection, several important variables, such as ejection fraction after surgery and pharyngeal temperature, were omitted in the statistical analysis. The histology of the aortic wall could not be included in logistic regression analysis due to the missing 33 samples. In our study only two pseudoaneurysm formations was observed at the graft anastomosis sites [18, 19] , but none of them were Marfan patient. The estimation of odds ratios, with regard to chronic kidney disease (n = 4) and NYHA class of III and IV in Marfan patients (n = 2), could not be carried out in logistic regression analysis due to the low number of events.
Conclusion
In summary, as this study was performed from the data of one surgeon, gives us the opportunity to describe the learning curve of the button Bentall procedure and follow the results through his course of carrier. In our series, 25-30 operations gave the surgeon confidence and experince to aquire better results on long-term survival. In addition, we discussed that there were no co-morbidities affecting on the survival of Marfan patients and prophylactic aortic root replacement ensures a longer survival among patients with Marfan syndrome. Finally, upon the statistical results we discussed histological changes of the aortic wall, which has never been described in long-term button Bentall followups.
